The relative resistance of gonococci to penicillin in certain areas in Britain has been thoroughly described by King (1958) , Curtis and Wilkinson (1958) , Cradock-Watson, Shooter, and Nicol (1958) , and Willcox (1959) . The last author and his colleagues at St. Mary's Hospital, London, had a failure rate of 17-9 per cent. using 1 2 mega units procaine penicillin G in oil with 2 per cent. aluminium monostearate (P.A.M.).
In 1958, at the Doncaster Royal Infirmary V.D. clinic, 39 3 per cent. of the male patients, who received 300,000 units P.A.M., had a persistent or only slightly reduced urethral discharge containing gonococci. Consequently a higher dose schedule was sought.
Curtis and Wilkinson have suggested that it would be worthwhile to devise a preparation of penicillin which would give a blood concentration of not less than 1 unit per ml. for at least 24 hrs. Probenecid (p (di-n-propylsulphamyl) benzoic acid) retards the loss of penicillin from the kidney tubules (Walker and Hunter, 1951) , and has been given with oral penicillin for the treatment of gonorrhoea (Jacoby, Pollock, and Boghosian, 1954; Marmell and Prigot, 1957) .
It was therefore decided to combine oral probenecid with P.A.M. given intramuscularly. After some preliminary work it was found that 1 *2 mega units P.A.M. with probenecid 0O5 g. 6-hrly for 24 hrs gave a blood concentration approaching I unit per ml. 24 hrs after the single injection. The treatment was completely effective and confirmed the work of Curtis and Wilkinson (1958) . Tests to discover the minimal concentrations of penicillin required to inhibit the growth of gonococci were carried out on nearly all the isolated strains. Serum penicillin levels were estimated as frequently as possible.
* Received for publication June 30, 1959. 
Methods
In all patients included in the series the diagnosis was confirmed by culture. Sensitivity tests were carried out using penicillin-impregnated disks of the following strengths: 0 5, 0-25, 0-06, 0-015 unit/ml. penicillin.
Preliminary work (see Table I One 0-5 g. tablet of the penicillin-retarding agent was given in the clinic and three more were provided to be taken at 6-hrly intervals. Strict Re-infection.-One Irishman re-attended with a re-infection 35 days after his injection.
Two Jamaicans were re-infected twice and one Jamaican three times. Two of these men had regular consorts, one of whom was later persuaded to attend for treatment. Fresh exposures to risk were admitted by those who were re-infected and a purulent urethral discharge occurred 2 to 5 days later. When adequate follow-up was obtained the identical treatment was seen to be effective.
Co-existent Non-Gonococcal Urethritis.-Eleven male patients and all the female patients were subsequently screened with smears and cultures; five were taken to be cases of co-existing non-gonococcal urethritis and treated as such.
Side-Effects.-Two men (3 -9 per cent. of the total number of males) complained of nausea after swallowing a tablet. A rash developed in one of these men, which was presumably due to the probenecid, as he failed to react to a skin-test with P.A.M. and I per cent. procaine. Four women (30-8 per cent. of the total number of females) complained of burning and soreness of the throat which lasted in one case for 2 days. One male patient had a generalized penicillin sensitivity eruption, the irritation being most marked at the site of injection.
All but one patient confirmed that all four tablets were ingested. The time spent on emphasizing the importance of remembering the tablets appeared to be worthwhile. Sensitivity Tests.-The tests of penicillin sensitivity in vitro were a useful guide to the number of cases that would probably have relapsed on a lower penicillin schedule. However, the disk method was not thought sufficiently accurate to report in detail. The minimal concentration of penicillin required to inhibit the majority of strains was 0-25 unit/ml. penicillin.
Serum Penicillin Levels.-Serum penicillin estimations were carried out 21 to 30 hrs after injection in 48 patients (Table III) . The levels ranged between 0 * 15 and 4 -8 units/ml. penicillin (mean I -27 units/ml.). In 81 3 per cent. of the series, the levels varied between 0 7 and 2-4 units/ml. penicillin. Discussion Satisfactory results have been obtained in the treatment of acute gonorrhoea with 1 2 mega units P.A.M. and probenecid 0-5 g. 6-hrly for 24 hrs. A surprisingly large number of patients co-operated fully; this may have been due, at least in males, to the fact that when the last tablet was taken, 18 hrs after the visit to the clinic, the patient was still aware of his condition and anxious to get better. Side-effects were especially noticeable in women who were "never good at swallowing tablets". Perhaps if the tablets were crushed and taken in milk fewer patients would complain. 
